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ANTISENSE OLIGONUCLEOTIDE KNOCKDOWN OF BRAIN BOMBESIN (BN) AND 
NEUROMEDIN B RECEPTORS REDUCES ANXIETY & BLOCKS BN-INDUCED 
BEHAVIORS. 

H. Plamondon 1 . T.W. Moodv 2 and Z. Merali 13 'Psychology & 3 Pharmacology,University of 
Ottawa, Ottawa, Ont. Canada, KIN 6N5. 2 Biomarkers & prevention research branch, NCI, 
Rockville, MD 20850. 

Central Bombesin (BN) administration induces satiety and elicits intense grooming that 
can partially be reversed by receptor blockade. Furthermore, recent findings in our lab suggest a 
potential role of BN-like peptides in stress and anxiety. In this study, antisense oligonucleotides 
to mRNA for GRP and neuromedin B (NMB) receptor subtypes were used to determine the 
physiological role of BN-like peptides. NMB and GRP antisense oligonucleotides were infused 
over 2 days into the 3rd ventricle via an osmotic pump. Rats treated with the antisense 
oligonucleotides spent significantly more time on the open (anxiogenic) fields of the elevated 
plus maze, reflecting an anxiolytic effect of the treatment, as compared to saline or scrambled 
antisense-exposed animals. The controls responded to acute BN (0.5 fig; i.c.v.) challenge with a 
marked increase in scratching response and a suppression of the test meal consumption. In rats 
exposed to the oligonucleotides, however, acute BN failed to suppress food intake or to elicit 
scratching. In vitro receptor autoradiography revealed.that antisense oligonucleotide treatment 
resulted in a reduction (15-35%) of BN binding site density in various brain regions. These 
results implicate physiological participation of BN-like peptides in the control of appetite and 
anxiety. 
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